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English 

Entered STN: 20050609 
Last Updated on STN: 20050609 
When the risk of agranulocytosis associated with clozapine, the prototype 
of the second-generation neuroleptics, became apparent, its prescription 
was restricted to patients refractory to classical neuroleptics such as 
chlorpromazine and haloperidol . This stimulated the development of 
several novel second-generation antipsychotics with a clinical profile 
similar to that of clozapine. These novel antipsychotics,' which include 
risperidone, olanzapine and others, are characterised by different 
pharmacological structures, and also to a certain degree by different 
pharmacological mechanisms. Following the increased research on the novel 
second-generation antipsychotics, it became apparent that they not only 
have the advantage of better extrapyramidal tolerability than the 
classical neuroleptics, but also have a broader efficacy spectrum (i.e., 
advantages in the treatment of negative and depressive symptoms and 
cognitive disturbances in the context of schizophrenia) . Risperidone was 
specifically designed by Paul Janssen as a combined 5-HT(2A) and D2 
receptor antagonist, thus following the pharmacologic a mechanism thought 
to be responsible for the antipsychotic effects of clozapine. After its 
advent in the 1990s as the first novel second-generation antipsychotic, 
risperidone achieved worldwide acceptance. The following review gives an 
overview of the huge clinical database available for risperidone in the 
field of schizophrenia. .COPYRGT. 2005 Ashley Publications Ltd. 
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AB Proper education of the patient is the first step in the treatment of 

Tourette syndrome (TS) . Before deciding how to treat the patient, it is 
important to decide whether to treat the TS-related symptoms- Counselling 
and behavioural modification may be sufficient for those with mild 
symptoms. Medications, however, may be considered when symptoms begin to 
interfere with peer relationships, social interactions, academic or job 
performance, or with activities of daily living. Therapy must be 
individualised and the most troublesome symptoms should be targeted first . 
Antidopaminergic agents are clearly the most effective drugs in the 
treatment of tics. Although haloperidol and pimozide are the only drugs 
currently approved by the FDA for the treatment of TS, other dopamine 
receptor -blocking drugs and tetrabenazine, a dopamine depleting drug, as 
well as botulinum toxin injections, have been used to treat tics 
associated with TS . Carefully designed, comparative, longitudinal trials 
assessing the efficacy and adverse-effect profiles of these drugs, 
including tardive dyskinesia, are lacking. Selective serotonin reuptake 
inhibitors are recommended for the treatment of obsessive -compulsive 
behaviour: a common comorbidity. Psychostimulants, such as 
methylphenidate, are the treatment of choice for attention deficit 
hyperactivity disorder. Even though these drugs may transiently increase 
tics, this does not necessarily constitute a definite contraindication to 
the use of these drugs in patients with TS . Here, existing and emerging 
medical treatments in patients with tics and comorbid behavioural 
disorders associated with TS are reviewed. .COPYRGT. 2 005 Ashley 
Publications Ltd. 
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AB The discovery of chlorpromazine half a century ago and the subsequent 

emergence of other first generation antipsychotics, heralded a new advance 
in the treatment of schizophrenia. However, these new medications were 
not always effective. Even when they reduced the positive symptoms of 
schizophrenia, they were not as helpful in the relief of other symptom 
domains of schizophrenia, such as negative symptoms, impaired cognition 
and persistent aggressivity . Clozapine was the first of the new second 
generation of antipsychotics. It was introduced in the USA specifically 
for the indication of treatment -refractory schizophrenia. However, 
clozapine's side effect burden has led to a search for its replacement. 
This quest has pointed out the limitations of our treatments for 
refractory patients, but has made available a variety of second generation 
antipsychotics that have raised our expectations. Furthermore, the 
atypical antipsychotics hold promise for the treatment of the nonpsychotic 
patient with mood dysregulation or acute agitation. 
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AB Methods for treating headaches with antipsychotics are provided. A kit 

for treating headache is also provided, comprising an antipsychotic and a 
device for rapid delivery of the antipsychotic . 
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or congeners thereof. Biol, assays revealed that racemic 
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p-hydroxymilnacipran is approx. equipotent in inhibiting serotonin and 

norepinephrine uptake (IC5 0 = 2 8.6 nM for norepinephrine, IC50 = 21.7 nM 

for serotonin) . Interestingly, (+) -p-hydroxymilnacipran is a more potent 

inhibitor of norepinephrine uptake than serotonin uptake (IC50 = 10.3 nM 

for norepinephrine, IC50 = 22 nM for serotonin) . In contrast, 

(-) -p-hydroxymilnacipran is a more potent inhibitor of serotonin uptake 

compared to norepinephrine uptake (IC50 = 88.5 nM for norepinephrine, IC50 

- 40.3 nM for serotonin) . The invention also relates to salts and prodrug 

forms of the above compds . In certain embodiments, the compds . of the 

invention and a pharmaceutically acceptable excipient are combined to 

prepare a formulation for administration to a patient. Finally, the 

invention relates to methods of treating mammals suffering from various 

afflictions, e.g., depression, chronic pain, or fibromyalgia, 

comprising administering to a mammal in need thereof a therapeutically 

effective amount of a compound of the invention. Compound preparation is included. 
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AB The present invention provides low hygroscopic forms of 

aripiprazole and processes for the preparation which will not convert 
to a hydrate or lose their original solubility even when a 
pharmaceutical containing the aripiprazole (anhydrous) crystals is 
stored for an extended period. Thus, aripiprazole hydrate was 
heated for 18 h at 100° and then for 3 h at 12 0° to produce 
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the crystals of the anhydrous form of aripiprazole. A tablet 

formulation contained aripiprazole 5, starch 131, Mg stearate 4, 
and lactose 6 0 mg. 
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